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IHCTPYKIIA
AJIS1 MEIUYHOI0 32CTOCYBAHHS JIIKAPCHKOI0 3ac00y

MAPITA
(MARITA)

Cknao:

Oitoua peuo6uHa: NIEHOTECT MIKPOHI30BaHHIA;

1 TabneTka MICTUTH J1IEHOTECTY MIKPOHI30BaHOTO 2 MT;

OONOMIDICHI ~ pe4oguHu: IJlakTo3a, MoHoriapar, mnoBimon K 30; kpoxmanb KyKypya3sSHHI
MPEKEIIATUHI30BAHNM; IIETF0I03a MIKPOKPHCTAIIYHA; KPOCMOBIOH (THUI A); KPEMHIIO JIOKCH]
KOJIOTTHWH O€3BOJHMI; MarHito creapar.

Jlikapcbka ¢opma. TabieTku.
OcnosHi Qisuxo-ximiuni enacmueocmi: Kpyril TabaeTku 6110ro adbo 3j1erka )KOoBTYBAaTOr0 KOJIbOPY
3 TUCHEHHSM «D2» 3 0IHOTO OOKY Ta 0€3 TUCHEHHS 3 IPyroro OOKY.

dapmakoTepaneBTHYHA rpyna. [[OpMOHU CTaTeBHX 3aJ03 Ta MpeErapaTH, sKi 3aCTOCOBYIOTh IPU
natoJorii crateBux oprasiB. [Iporectorenu. Kon ATX G03D BO08.

Dapmakonoziuni eracmueocmi.

Dapmarxoounamixa.

JlieHorecT — TMOXiJHE HOPTECTOCTEpPOHY O€3 aHAPOreHHOI Ta 3 TEBHOI AaHTHUAHAPOTCHHOIO
aKTHBHICTIO, IO CTAaHOBUTh NPUOJIU3HO OJHY TPETUHY AKTUBHOCTI IUIPOTEPOHY aleTary.
JlieHorecT 3B’SI3y€ThCSl 3 peleNnTopamMHu MporecTepoHy y Matmi Tutekd 3 10 % BiZHOCHOMO
a¢inHicTI0. He3pakaroun Ha HU3bKY a(iHHICTH J0 PELENTOPIB IPOreCTEPOHY, TIEHOTECT BUSBIISE
CWIBHHI TPOTeCTOreHHHI edekt N Vivo. JlieHorecT He NPOSBISE 3HAYHY AaHIPOTCHHY,
MIHEPaJIOKOPTHKOIIHY a00 MIFOKOKOPTUKOIIHY aKTHBHICTB iN VIVO.

JlieHorecT BIIJIMBa€ Ha €HAOMETPio3, 3MEHUIYIOYM E€HAOT€HHY NPOAYKII0 ecTpaaiofly 1 TakUM
YUHOM MPHUTHIYYIOUM Tpo(iuHi ePeKTH ecTpaaiony Ha €yTONIYHMM Ta EeKTONIYHUM eHAOMEeTpii.
IIpu Oe3nmepepBHOMY 3aCTOCYBaHHI IEHOT€CT MPU3BOJUTH JIO CTBOPEHHS TiNOECTPOTE€HHOrO,
rimeprecTareHHOro EeHJIOKPUHHOTO CEPeJOBHUINA, IO CIPHYMHSE ITOYATKOBY ACHHIYyaNi3alliro
TKaHUHH €HIOMETPIis 3 HOAABIION aTpo(dier0 €HIOMETPIOIAHUX BOIHUIII.

Jani 110710 eeKTUBHOCTI

IlepeBara nieHorecTy MOpPIBHAHO 3 IIanebo Oyia MPOJEMOHCTPOBAHA y MPOIECI TPUMICIYHOTO
JOCHIJKeHHsT 3 ydacTio 198 mamieHTOK 3 eHaomerpio3oM. bine y nuisHII Ta3a, MOB’S3aHUM 3
€HJIOMETPI030M, BHUMIPIOBAJIM 3a JOTIOMOTOI0 Bi3yasibHOI aHaymoropoi mkamu (0-100 mwm). Yepes
3 wmicsui Tepamii JieHorecToM Oyja BHM3HAa4YeHAa CTATHCTUYHO 3HAYYIIAa PI3HMULS TMOPIBHSIHO 3
mane6o (A = 12,3 mm; 95 % Jl: 6,4 — 18,1; p<0,0001) Ta xaiHIYHO 3HAYYIE 3MEHIICHHS 00O
MOPIBHSHO 3 TOYaTKOBUM piBHEM (CepeaHe 3MeHIeHHs = 27,4 mm + 22.9).

Uepes 3 wmicsri JiKyBaHHS 3MEHIICHHS OO0 y AUISTHIII Majoro Ta3a, 1o OyB IOB’s3aHUN 3
eromerpiozom, Ha 50 % abo Oinbiie Oyno mocsrayro y 37,3 % mami€eHTOK, SKI OTPUMYBAJIH
nienorect (rane6o: 19,8 %) 6e3 BiAMOBIIHOTO 30UIBIICHHS 03 CYMyTHBROTO 3HEOOIIOBAIILHOTO
3aco0y; 3MEHIIEeHHs OO0 y AUISHII MaJloro Tas3a, IMOB’S3aHOIO 3 €HAO0MeTpio3oM, Ha 75 % abo
Outbmre (TakoXk ©O€3 BIAMOBIIHOTO 30UIBIIEHHS 03U CYIMYTHBOTO 3HEOOIOBAIHLHOTO) OyIio




nocarnyto y 18,6 % marieHToK, siki OTpUMYyBajH AieHorecT (mianebdo: 7,3 %).

Bigkpure mpomoBKEHHS I[bOTO IUIAale00-KOHTPOIBOBAHOTO JOCIHIDKEHHS TOKa3ajo Oe3nepepBHE
3MEHIIICHHS TIOB’SI3aHOTO 3 €HJOMETPio30M OOJIF0 B JUISHII Ta3a IPH JIIKYBaHHI TPUBAIICTIO JIO
15 micsis.

Pesynpratn  mnanebo-KOHTPOJIBOBAHUX  JOCHIDKEHb  HIATBEPDKYBAIHMCS  pe3yjibTaTaMu,
OTPUMAaHUMH Y TPOIEC MIECTUMICIYHOTO aKTUBHO KOHTPOJIBOBAHOTO IOCIHIHKEHHS MOPIBHIHO 3
aroHiCTOM T'OHAJIOTPOIIH-PHITI3UHT TOPMOHY 3 YYacCTIO 252 MaIli€HTOK 3 €HOMETPI030M.

Tpu nocmikeHHs 3 ydyacTio 252 Mali€HTOK, SKi OTPUMYBAJIM JI€HOTECT MO 2 Mr Ha 100y,
MPOJICMOHCTPYBAJIM 1CTOTHE 3HIKCHHS €HAOMETPIOITHUX YPKEHb uepe3 6 MICSAIIIB JIIKyBaHHS.

VY mporieci HEBETUKOTO JOCHIKEHHS (N=8 Ha TpyIy I03yBaHHS) 3aCTOCYBAaHHS TI€HOTECTY y J031
1 Mr Ha 100y BUSBUJIO BIJICYTHICTh OBYJIALII uepe3 1 micsanpb Tepamii. JlieHOreCT He JOCIIHKYBaIH
I0JI0 KOHTPAIETITUBHOT €(PEKTUBHOCTI Y OLTBIINX JOCITIIKEHHSX.

Jani moso 6e3nexu

PiBeHb €HJIOTEHHOTO €CTPOTEHY TLIBKH MOMIPHO IPUTHIYYETHCS MiJ] Yac JIKyBaHHS JIEHOTECTOM.

VY nmaHwmii 4ac pe3yJbTaTd JTOBFOCTPOKOBHX JIOCHIIKEHb MiHepanbHOI miibHOCTI KicTok (MILIK) 1
PU3HKY TIEpPENIOMIB y TAIlI€EHTOK, SIKI 3aCTOCOBYIOTH Ji€HOTeCT, jaorenep HemoctymHi. MIIK
oliHOBaIK y 21 A0pOCioi mamieHTKH A0 Ta Mmicias 6 MICALIB JIIKyBaHHS JI€HOT€CTOM. 3HIKEHHS
cepennporo nokazuauka MUK BusBneHo He Oyno. Y 29 nmamieHToK, sKi OTPUMYBAIN JEHIIPOPEIiHY
arerar, cepenHe 3HrkeHHs 4,04 % + 4,84 Oyno Big3Ha4YeHO 3a TOM ke mepiof (A Mk rpynamu =
4,29 %, 95 % AlI: 1,93-6,66, p <0,0003).

He crmocrepiranocss 3Ha4HOTO BIUTMBY HA CTaHJApTHI JaOOpaTOpHI MOKAa3HHUKH, y TOMY YHCII Ha
pe3yNbTaTu aHamily KpoBi, OI0XIMIYHOTO aHami3y KpOBi, piBeHb MEUiHKOBUX (DEPMEHTIB, PIBEHb
aimigi i HOA1C, mig yac nikyBaHHS AIEHOTECTOM yIpoaoBx 15 micsiis (N=168).

Jani 1mo/10 0e3mexu Julsl miJUTiTKIB

besneky mienorecty moao MILK Oymo mocmimkeHo y mporeci HEeKOHTPOIBOBAHOTO JOCIIKEHHS
npotsaroM 12 micaniB 3a y4yacti 111 mamieHTOK miamiTKOBOro BiKy (BikoM Bif 12 mo <18 pokiB) 3
KIIIHIYHO TiIO3pIOBaHUM abo MmiATBepKeHHM eHaomerpio3oM. CepenHsi BimHocHa 3MiHa MILIK
nornepexoBoro Bipaiay xpeora (L2 — L4) Bix BuxigHux moka3uukiB y 103 mamieHTOK 10 3aKiHYCHHS
nikyBaHHs ctaHoBwia —1,2 %. [loBTopHe BUMIipIOBaHHSA dYepe3 6 MICAIIB Tichs 3aKiHYCHHS
JiKyBaHHA y cyOrpymi 3i 3HmxkeHumu 3HaueHHsIMu MIIK nokasano niasumenns MILK no —0,6 %.

JlaH1 JOKTIHIYHUX JTOCI/DKEHB 3 0e3MeKu

JlaHi JOKIIIHIYHUX AOCTIIKEHb HE BKa3yIOTh Ha iCHYBaHHS OCOOJHMBOTO PHU3UKY JUIS JIOAWUHHU Ha
MIJCTaBl CTAaHAAPTHUX AOCIIKEHb TOKCUYHOCTI MPpU 0araropa3oBoMy IpHOMI, FT€HOTOKCUYHOCTI,
KaHIEPOTreHHOi Jii Ta TOKCMYHOI'O BIUIMBY Ha PEeNpoayKTUBHY (yHKuit0. [Ipote cmix Opatu 1o
yBarw, M0 CTaTeBl CTEPOINM MOXYTh CHPUUYUHITH PICT TEBHUX TOPMOHO3AJCKHHUX TKAHUH Ta
MTyXJIMH.

Dapmaxokinemuxa.

BcMokTyBaHHSA

[licns mepopanbHOro MPHUIOMY JI€EHOTECT MIBUJIKO 1 TOBHICTIO BCMOKTYEThCS. MakcumallbHa
KOHIIGHTpALlil y CHUPOBATIl KpOBI JOCATAETbCS YHNPOAOBXK 1,5 TroauHM micias OJHOPA30BOTO
MEePOPaIHLHOTO MPUUOMY 1 CTAHOBUTH 47 HI/MI. BIOJIOCTYNHICTh M1€HOTECTY CTAHOBUTH MPUOJIU3HO
91 %. ®apmakoKiHETHKA AI€EHOTECTY 3aJIeKUTh Bij JO3H B Jiana3oHi 103 1-8 mr.

Poznoain

JlieHorecT 3B’A3y€ThCA 31 CHPOBATKOBUM aJIbOYMIHOM Ta HE 3B’SI3y€ThC 13 TI00YITIHOM, IO 3B SA3Y€E
crateBi crepoinn (I'3CC), abo tnobyminoMm, 1o 3B’s3ye koptukoimu (I'3K). Jlume 10 % Bix
3arajbHOI KOHIIEHTpAIlil JIEHOT€CTY B CUPOBATII KPOBI 3HAXOISATHCS y BUTIISAI BUIBHOTO CTEPOiTy,
a 90 % — necneuudiuHo 3B’s3aHI 3 anpOyMiHoM. OueBUAHHMI 00’€M pO3MONLTY AIEHOTECTY
cTaHoBUTH 40 1.

MeTtabomizm

JlieHOTeCcT MOBHICTIO METa00JI3yETHCS BIAOMUMHU HUIIXaMH METa0OJIi3My CTEpOiJliB 3 YTBOPEHHSIM
MEPEeBaXHO CHJOKPUHOJIOTIYHO HEaKTHMBHHMX MeTaOouiTiB. Ha migcraBi mocmimpkeHs In Vitro ta
in vivo CYP3A4 — ronoBHwuii hepMeHT, 3aydeHnil y MeTaboui3M aienorecty. Lli metabomitu mpyxe
IIBUKO BHUBOJSATHCS 3 IJIa3MH KPOBI y TakWidl CIOCIO, M0 JOMIHYIOYMM METa0OJiTOM Y IUIa3Mi




KpOBI € JI€EHOTECT y HE3MIHCHOMY BUTJISII.

HIBUAKICTH KIIIPEHCY 31 CHPOBATKU KPOBi CTAHOBUTH 64 MJI/XB.

Busenenns

PiBeHb Ji€eHOTECTY B CHPOBATI KPOBI 3HMXKYETHCS IBO(GA3HO 3 MEPiOJOM HAIIBBUBEICHHS, IO
ctaHOBUTh 9-10 roawmH. [lieHorecT BHBOIUTHCS y (GopMi MeTaOONITIB i3 CEYE0 Ta KajoM Y
chiBBimHOMmEHHI Tpubmm3Ho 3:1 micns mepopanpHoro mnpuiiomy y mo3i 0,1 wr/kr. Ilepiox
HaITiBBUBEICHHS METAaOOITIB 31 ceuero CTaHOBUTH NpuOau3HO 14 romuH. Ilicias mepopalibHOTO
npuiiomy 86 % BBemeHOI 103W BUBOAMTHCS 3 OpraHi3My y Mexax 6 JHIB, OUTbIIa 4acTHHA ITi€l
KUTBKOCT1 BUBOJUTHLCSA Y Mepiii 24 TOIWHUA, TOJIOBHUM YHHOM 13 CEYCIO.

CraH piBHOBaru

dapmakokiHeTHKa pgieHorecTy He 3anexuth Bix piBHs [3CC. Ilpu moneHHOMY mpHiioMi
KOHIICHTpALlisl PEYOBUHH Y CHPOBATII KpOBi 3pocTae B 1,24 pa3a, 70csATaloud piBHOBAXHOTO CTaHy
gyepe3 4 nHi 3actocyBaHHs. DapMaKOKiHETHKA JI€EHOTECTY IMICIs TOBTOPHOTO 3aCTOCYBAHHS MOYKE
OyTH nependavyeHa Ha MiACTaBi JAHUX 100 (apMaKOKIHETUKH OJHIET TO3H.

dapMakoOKiHETHKA B OCOOIMBUX IPYyIax NAIIEHTIB

VY mani€eHTiB i3 mopymeHHsIMHA QYHKIIT HUPOK (hapMaKOKiHETHKY JII€HOTECTY HE BUBYAIIH.

V naui€eHTiB 13 NOpyMEHHIMH (QYHKILIT e4iHKH (papMaKOKIHETHKY JIEHOTeCTY HE BUBYAIIH.

KuiniyHi XxapakTepucTHKH.
Ilokazannusa.
JlikyBaHHS €HJIOMETPI03Yy.

Ilpomunokazanns.

[IpemapaT MapiTa He ciij] 3aCTOCOBYBATH Y pa3i HAssBHOCTI OY/Ib-SIKOTO 13 HI)KYE3a3HAUYCHUX CTaHIB
abo 3axBoproBaHb. Lls iH(poOpMallis YAaCTKOBO OTpHMaHA HA TMIJICTaBl 3aCTOCYBAHHS I1HIIHX
IpernapariB, M0 MICTATHh TUIBKU MPOTEeCTOreH. SKImo Oyab-aKuii 13 UX cTaHiB a00 3aXBOPIOBaHb
BHUHUKAE BIIEPILE I11]] 4ac 3aCTOCYBAHHS JII€EHOTeCTY, IPUHOM IIperapary CiiJl HeraitHo MPUIMHUTH.
e Benosna Tpom0oemOo0IIisi B aKTUBHIN (opMi.

e AprepianbHi a00 KapA10BaCKYJISIPHI 3aXBOPIOBaHHS HUHI a00 B aHaAMHe31 (Hampukial, 1HPapKT
MiOKap/ia, TOCTPE MOPYIIEHHS MO3KOBOTO KPOBOOOITY, 1llIeMiuHa XBOpoOa cepiis).

e IlykpoBuii giaGeT 3 ypaXeHHSM CYAMH.

e TspKKI 3aXBOPIOBaHHS MEUYiHKM HUHI a00 X HAsABHICTb B aHaMHe3l, OKM MOKAa3HUKU (QYHKIIT
MIE€YiHKH HE MOBEPHYTHCS 10 HOPMHU.

e [lyxnuHu nedyiHKU HUHI 00 B aHaMHe31 (100pOsIKICHI 200 3JI0SIKICHI).

e Binomi abo mio3proBaHi 3JI05KICHI TyXJIMHH, 3aJI€XKH] B/l CTATEBUX TOPMOHIB.

e BarinanbHa KpoBOTeua He3 ICOBAHOT €TI0JIOTIi.

[TigBuIieHa YyTAUBICTH JI0 11F0UO0T peYOBHHU 200 10 OY/b-SIKOTO 3 KOMIIOHEHTIB Mpemnapary.

B3aemooia 3 inwiumu nikapcokumu 3acodamu ma inuii 6uOU 63a€MO0ill.

[IpumiTka: mJis BUSBIEHHS MOMJIMBHUX B3a€EMOMIN CIIJI O3HAWOMUTHUCA 3 IHCTPYKLISIMU IS
MEIUYHOI0 3aCTOCYBaHHS JIIKAPCHKHUX 3aC001B, 1110 3aCTOCOBYIOTHCS CYITYTHBO.

Bnnue inwux npenapamie na dienocecm

[IporecTorenu, BKJIIOYAOUN JIEHOTECT, META00I3yIOTHCS TOJIOBHUM YHHOM CHCTEMOIO LIUTOXPOMY
P450 3A4 (CYP3A4), mo po3ramioBaHa y CIM30Bid OOOJIOHII KHINIEYHHKY Ta B TediHI. Tomy
igaykTopu ab6o inribitropy CYP3A4 MoOXyTh BIJIMBAaTH Ha MeETabOoNi3M MPOTreCTOreHY.
30UIbIIEHHS] KIIIPEHCY CTaTeBUX TOPMOHIB 4Yepe3 IHAYKIIO (EpMEHTIB MOXE 3MEHIIUTH
TepaneBTHYHUH eekT mpenapaty Mapirta i mpu3BecTd 10 HeOakaHuX e(eKTiB, HAIPUKIaI A0 3MIH
XapakTepy MEHCTPyaJIbHOT KPOBOTEUI.

3MEHIICHHsI KJIIPEHCY CTaTeBUX TOPMOHIB uepe3 MpUTHiueHHS (epMEeHTy Moke 30UIbIINTH
TepaneBTUUHUHN edeKT npenapary Mapita 1 IpU3BECTH O PO3BUTKY MOOIYHUX pEaKIIii.

- Jlo pedoBWH, IO MiJBHUIIYIOTh KIIPEHC CTaT€BUX T'OPMOHIB (3HMKEHHA €(EKTUBHOCTI
[UIAXOM 1HIYKYBaHHS (PEpMEHTIB), HAIPUKIIAM, BITHOCATHCS: (peHiToiH, OapOiTypaTH, MPUMIJIOH,



kapOamaseniH, pudamminuH, a TaKoX, MOXIJIHBO, OKCKapOasemiH, Tomipamar, ¢enpbamar,
rpu3eo(yIIbBIH Ta JIiIKapCchKi 3ac00H, 1110 MicTATh 3BipoOiit (Hypericum perforatum).

[HayKIis pepMEeHTIB MOXKE CIIOCTEpIraTUCs MICsA MeKUIBbKOX AHIB Teparii. MakcuManbHa 1HIYKISA
(hepMEHTIB 3arajoM BHUSBIISETHCS Yepe3 JEKITbKI THKHIB.

[Haykiis epMeHTIB MOXKE TPUBATH 10 4 THXKHIB MICIIS IPUITMHEHHS Tepaltii.

Brmmme  ingyktopa CYP 3A4  pudamninuHy gochijpkyBaBcs y  370POBUX  KIHOK Y
MOCTKJIIMAaKTepuYHOMY mepiofi. OpHouacHe 3acTocyBaHHA pudamminuHy 3 Ta0JIETOBAHOIO
dbopMor0 ecTpaiosly BajepaTy/qi€HOTeCTy TMPHU3BEIO 0 3HAYHOTO 3HIDKCHHS PIBHOBAXHOT
KOHIIEHTpAaLlii Ta CUICTEMHOT'O BIUIMBY Ji€HOTeCTy Ta ecTpaaiony. CUCTEMHHI BIUIMB JIEHOTECTY Ta
ecTpazgiony y piBHOBakHOMY cTaHi, Bumipsiuid 32 AUC (0 — 24 roaunun), 3MeHmuBes Ha 83 % Ta
44 % B1aANOBigHO.

— Pe4yoBuHM 3 pi3HUM BIUTUBOM Ha KIIIPEHC CTaTEBUX TOPMOHIB.

OnHouacHe 3aCTOCYBaHHS 31 CTaT€BUMH TOPMOHAMH BEJIHMKOi KUIBKOCTI KOMOiHAIii iHribGiTopis
BIJI-porea3n Ta HEHYKJICO3WIHUX IHTIOITOPIB 3BOPOTHOI TPAHCKPHUNTA3W Y TIOEJAHAHHI 3
KoMOiHaIisiMu 1HT16iTOpiB Bipycy renatuty C Moke 30UIbIIUTH a00 3MEHIIUTH PIBEHb MPOT€CTUHY
B Iu1a3Mi KpoBi. CyKyIHUH BIUIUB LUX 3MiH MOKe OyTH KJIIHIYHO 3HAYYIIHUM Yy AESIKHX BUIAIKaX.

- PevoBuHM, 10 3HWKYIOTH KIIIPEHC CTaTEBUX TOPMOHIB (1HT10iTOpH (hepMEHTIB).

Hienorect € cyocrparom rutoxpomy P450 (CYP) 3A4.

KrniniyHa 3HauylicTh MOTEHIHHUX B3aeMoAii 3 1HTiOiTOpaMu (EPMEHTIB 3aJIUIIAETHCS
HEBI1ZOMOIO.

OpnHouacHe 3actocyBaHHs cuibHUX 1HriOiTopiB CYP3A4 wmoxe 30u1blIyBaTH —IIa3MOBI
KOHIICHTpALi Ai€EHOTECTY.

OpnoyacHe 3acTocyBaHHS 13 cuiabHUM iHTIOiTOpoM (Qepmenty CYP3A4  keTokoHa3010M
pU3BOIHIIO 10 mifBuiieHHs y 2,9 paza AUC (0 — 24 roauHu) Ii€HOTECTY Y PIBHOBOKHOMY CTaH.
OpHoYacHe 3aCTOCYBaHHSI 3 IOMIPHUM 1HT10ITOPOM €PUTPOMIIIUHOM MPU3BOAMIIO 10 MIABHUILECHHS Y
1,6 paza AUC (0 — 24 roanHun) JiEHOTECTY y PIBHOBaXHOMY CTaHI.

Bnnue dienocecmy ma inwi nikapcoki 3acoou

3a pe3yabTaTaMu JIOCIIPKEHb 1HTIOyBaHHS IN VItr0, KIIHIYHO 3HAYyIa B3a€MOJIS JI€EHOTECTY 3
IHIIMMHU TpenapaTaMy, MeTaloJi3M SKHUX OINOCEpPEeNKOBYeThCs (epMeHTamMu nuToxpomy P450, €
MaJIOMMOBIPHOIO.

Bzaemoois 3 xapuoeumu npooyxmamu

BoxuBaHHS %1 3 BUCOKUM BMICTOM HPIB HE BIUIMBAJIO Ha 0100CTYIHICTh JIEHOTECTY.
Jlabopamopni mecmu

[Tpuiiom mporecToreHiB MOKe BIUIMHYTH Ha PE3YJIbTaTH JESKUX JIA0OPAaTOPHUX aHalli3iB, 30KpeMa
Ha 010XiMiYHI MapaMeTpu MEYiHKH, IUTOBUIHOI 3aJ103H, (YHKLII HUPOK Ta HAJHUPKOBUX 3aJ03,
piBeHb OUIKIB (HOCiiB) y muia3mi kpoBi (Hampukiaza, ['3K Ta ¢pakuii mimiaiB/minonpoTeinis),
napaMeTpu MeTaloJi3My BYTJIEBOAIB Ta MOKAa3HMKHM Koaryssmii Ta ¢iOpuHOmi3y. 3MiHM 3a3BHYaii
3aJIMIIAIOTHCS Y MEXKax J1JabopaToOpHOi HOPMH.

Ocobnueocmi 3acmocysanns.

3acmepesicennsi.

Ockinbku Mapita — mpenapar, MO MICTUTh TITBKH TPOTECTOTeH, BBAXKAETHCSH, IO OCOOMBI
3acTEepPeKEHHSI Ta 3aX0au Oe3MeKH I0JI0 3aCTOCYBAHHS IMPOTECTHUHOBMICHUX MperapaTiB TaKoXK
CTOCYIOTBCSl JIIEHOTECTYy, XOua He BCl 3acTEepeXeHHS Ta 3amoODKHI 3aXOIU TIPYHTYIOTbCS Ha
BIIMOBITHUX PE3yJIbTaTaX KIIHIYHUX JOCIIKEHb caMe IIbOTO Tpermapary.

ITpu moripmenHi abo mepIIoMy BHHMKHEHHI OyAb-SKOTO 13 3a3HAY€HUX HU)KYE CTaHiB/(aKTOpiB
pU3WKY B IHIWBIAyadbHOMY TIOPSIKY Ma€ OyTH TPOBEIEHUN aHali3 CIIBBIIHOIICHHS
PHU3UK/KOPUCTH Nepe]] MOYaTKOM a00 MPOJIOBKEHHAM 3aCTOCYBaHH Mpenapary Mapira.

TspKKI MAaTKOB1 KpOBOTEYI

MarkoBa KpoBOT€Ya, HAPUKIIAA y KIHOK 3 aJIeHOMIO30M MAaTKH a0o JIEHOMIOMOIO MAaTKH, MOXeE
MOCUJIIOBaTHCA TPU 3aCTOCYBaHHI mpenapary Mapita. Skmo KpoBoTedya BHpaxeHa 1 He
MPUMTUHAETHCSA TPOTIATOM TPHUBAJIOTO Yacy, BOHA MOXe MPHU3BECTH J10 aHeMil (y AeSKMX BUIAIKaxX
TSKKO1). Y TakoMy pasi NOTPiOHO pO3MIIIHYTH NMUTAaHHS PO NPUIIMHEHHS MPUHOMY Tpernapary.




3MiHa XapakTepy KpOBOTEUl

JIikyBaHHS JIEHOT€CTOM BILJIMBA€ HA XapaKTep MEHCTPYaJIbHOI KPOBOTEUI Y OUIBIIOCTI JKIHOK (JMB.
po3ain «I1o6iuHi peakitiin).

IopyuieHHst KpoBOOOITY

Ha migcraBi pe3ynbTariB emiieMioiOTiYHUX JOCTIIKEHh BUSBJICHO HEBEIIMKY KIIBKICTh JaHUX
IIOA0 iCHYBaHHS 3B’S3KY MK 3aCTOCYBAaHHSIM IIpENapariB, IO MICTATh TUIBKH IMPOTreCTOreH, 1
IIJIBUIIICHHSIM PHU3HMKY PO3BHUTKY iH(apKTy Miokapaa abo mepeOdpaibHOi TpomOoemOodii. Pusuk
KapaiOBacKySIpHUX 1 wLepeOpalbHUX SBHILI IIBHJIIEC IOB’S3aHUNA 3 BIKOM, apTepiaibHOO
rinepTeH3iclo 1 NamiHHAM. Y KIHOK 3 TIMEPTEH3IE0 PHU3UK PO3BUTKY IHCYIBTY MOXKE JICIIO
301IBITYBAaTHUCS MIPH 3aCTOCYBaHHI MTPENAPaTiB, 10 MICTATH TIABKH MIPOT€CTOTEH.

Jleski JOCHIJDKEHHs CBiAYaTh IPO ICHYBAHHS II€BHOTO, IPOTE€ HE CTATUCTHUYHO 3HAYYILOrO
301BIICHHS PU3UKY PO3BUTKY BEHO3HOI TpoMOoeMOoItii (TpomM0O03 TIIMOOKNX BEH, TPOMOOEeMOOist
JIETEHEBO1 apTepii), MOB’A3aHOTO 13 3aCTOCYBAaHHSAM IIPEMapariB, 110 MICTITh TiJIBKHA MPOTECTOTCH.
3aranbHO BU3HaHI (PaKTOPH, L0 MiJBUINYIOTh PU3UK BUHUKHEHHS BeHO3HOI Tpomboembomii (BTE),
BKJIFOYAIOTh: OcoOMCTHI abo ciMeliHui aHamHe3 (Hampukiaj, Bunaaku BTE y OpatiB um cecrep
ab0 0aTbKiB y BIIIHOCHO MOJIOJIOMY Bimi); BiK; OXHpPIHHS, TpUBaia iMMOOiTI3alis, pajuKaIbHi
Xipypriuai BTpy4aHHs a00 TpaBMH. Y BHMAJIKy TpHUBaJIoi 1IMMOOLUTI3alil pPEKOMEHIYEThCS
MPUITMHUTH 3aCTOCYBaHHS MpenapaTy Mapita (Ipy IJIaHOBUX ONepallisx moHaiiMeHIe 3a 4 TIKHI
70 1 IpOBEJEHHs) 1 HE MOYMHATH 3HOBY MOTr0 MpPUHOM paHille HiXK depe3 2 THXKHI MIicis MOBHOT
peabimiTarmii.

HeoOxigHo Opatu A0 yBaru MiJBUIICHHS PU3MKY PO3BUTKY TPOMOOEMOOIil y MICISAMIOIOTOBOMY
nepioi.

VY pa3i BUHUKHEHHS CHMOTOMIB BEHO3HHMX Ta apTepiajibHUX TPOMOOTHYHMX 3aXBOPIOBAHb a00
MiA03pH Ha HUX JIIKYBaHHS CJIiJl IPUITUHHATH.

Hyxnuuu

Merta-aHani3 54 emieMioNOTi9HUX JOCITIDKEHh BKa3ye Ha HE3HAYHE ITiIBHINCHHS BiJIHOCHOTO
pusuky (BP=1,24) po3BUTKY paky MOJIOYHOI 3aJ03M Yy JKIHOK, $IKI 3aCTOCOBYIOTH OpajbHi
kouTpanentuBu (OK), TOJOBHHM YHMHOM Ti, IO MICTATH eCTporeH-nporectore. Llel migBuIeHnit
PHU3UK MOCTYIIOBO 3HUKA€E MPOTAroM 10 pokiB micis 3aKiHYEHHs TPUHOMY KOMOIHOBaHMX OpalbHUX
koHTpanentuBiB (KOK). Ockinbku pak MOJOYHOT 3371031 Y JKiHOK BiKOM J10 40 pOKIB 3yCTpi4a€eThCs
pinko, 301TIbIIEHHS KUIBKOCTI BUMNAJKIB JIarHOCTUKU paKy MOJOYHOI 3all03U Yy KIHOK, SKI
3aCTOCOBYIOTH 200 HemoJaBHO 3actocoByBann KOK, € HE3HAYHUM 1110JI0 3arajibHOTO PH3UKY paKy
MOJIOYHOI 3aJ103U. ICHye OJHAKOBHMN PH3UK BHSABICHHS DPaKy MOJIOYHOI 3al03U Y XKIHOK, SIKi
npuiiManu mnpenapary, MO MICTATh TUIbKKM nporectoreH, abo KOK. Onnak iHdopmamis, 1o
CTOCYETbCS MpEnapariB, sKi MICTATh TIUIBKM IPOrecToreH, 0a3yeTbcs Ha Habararo MEHIIIH
KUIBKOCTI KIHOK, Kl IX 3aCTOCOBYIOTh, TOMY BOHa € MEHII IEPEKOHJIMBOI, HIK JaHl, II10
crocytotbcsi KOK. PesynbraTv nux JOCHIKEHb HE HAJAIOTh J0KA3iB ICHYBAHHS HPUYMHHOTO
B3a€MO3B’s3Ky. [liBUIIIEHHSI PU3UKY MOK€ OyTH 3yMOBJIEHE K OUIBLI PaHHBOIO J1arHOCTHKONO
paKy MOJIOYHOI 3aJI03U Y JKIHOK, sIKi 3acTocoByt0Th OK, Tak 1 610JIOT1YHOIO JIi€I0 IUX Mpenaparis,
abo moeaHaHHAM 000X (pakTOpiB. Bif3HaueHO TEHAEHIIII0, 10 paK MOJOYHOI 3aJI03H, BUSABIECHUHN y
KIHOK, AK1 Konu-HeOyap npuitmManu OK, KIIHIYHO MEHII BUPaXEHWH, HIX y THX, XTO HIKOJIH He
npuiimMas OK.

VY MOOJMHOKHX BHUIMAJKaX Y KIHOK, SIKi 3aCTOCOBYBAJIM TOPMOHAJIbHI PEUOBHHM, TIOIOHI 70 Ti€l, 1110
MICTHTh TpenapaT Mapirta, crocrepiraqucs JOOpOSKICHI, a Ie piame — 3JI0SKICHI MyXJIMHU
MEYIHKH, SIKI B OKPEMHUX BUIIaJKax MPU3BOIWIMA O HEOE3MEUHOI /Ul KUTTS BHYTPIIIHbOYEPEBHOT
KpOBOTeUi. Y BHUINAJKy BUHUKHEHHS CKapr Ha CUJIbHUI O B €miracTpaibHii JUISHIN, 301TbIIEHHS
MeYiHKK ab0 MOSIBU O3HAK BHYTPIIIHHOYEPEBHOI KpOBOTEUl MpU JUEpeHLIHHIA JIarHOCTHII CIIiJT
BpPaxOBYBaTH MOXJIMBICTb HAsABHOCTI MyXJMHU NEUIHKM Yy XKIHOK, fKI NpHUIMaiTh mHpenapar
Mapira.

Ocreonopos

3MiHU MiHEpaIbHOT MUIBHOCTI KicTKOBO1 TKanuau (MILIKT).

3acrocyBaHHs JieHorecty mimmiTkam (12 — 18 pokiB) mpoTsroM mnepioay JiKyBaHHS 12 MicsIiB
acoIIFOBAJIOC 13 3HIDKEHHAM cepeanboro 3HaueHHss MIKT y monepekoBomy Bimmiii xpeora (L2 —




L4) na 1,2 %. ITicas npununenns gikyBanas MILKT migBuiiyBanacst 3HOBY y IMX MAI[iEHTIB.
Cepenns BimHocHa 3miHa MILIKT Bij BUXiTHUX MOKa3HUKIB A0 3aKiHUYCHHS JIKYBaHHS CTaHOBWIJIA
—1,2 % 3 miamazoHoM Mik —6 % Ta 5 % (I 95 %: —1,70 % ta —0,78 %, n=103). IToBTOpHE
BUMIPIOBaHHA yepe3 6 MICALIB Micis 3aKiHYCHHS JTIKYBaHHS y MIATPYI 31 3HIKEHUMHU 3HAYCHHSAMU
MILIKT moka3zano TeHIeHIIiI0 10 BiJHOBJICHHS (CepeaHs BIIHOCHA 3MiHA BiJl BUXIIHHUX IMOKA3HUKIB:
—2,3 % mnpu 3akinueHHi JikyBanHa Ta —0,6 % depe3 6 MicALIB Micis 3aKiHUEHHS JIIKYBaHHS 3
nianazonoM Mk —9 % ta 6 % (I 95 %: —1,20 % ta 0,06 % (n=60)).

[Mopymenns MIIKT mae ocobnuBe 3Ha4YEHHS y MiUTITKOBOMY BiIli Ta y PaHHIN MEPioj] CTaATEBOTO
J03piBaHHS, KPUTHYHUM MEP10a pOCTy KicTOK. HeBiioMo, 4 3MEHIIMTH MIKOBY KiCTKOBY Macy Ta
MiABUIIUTG PU3UK TEPeoMy KICTOK y jiTHboMy Bimi 3HMkeHHS MIIKT y miil momymsauii (nuB.
po3ainu «PapMakoJIoTiuH1 BIACTUBOCTI» Ta «JliTh»).

[lepen mouaTkoM JIIKyBaHHS JIKapIO CIIiJ 3BAKUTH IEepeBard 3aCTOCYBaHHs mperapary Mapita ta
MOJKJIMB] PU3UKU 3aCTOCYBAHHA Ul KOXXHOI'O OKPEMOIo IIJUIITKA, BPAXOBYIOYM TAKOX HASBHICTh
CYTTE€BHX (aKTOPIB PU3UKY OCTEOIOPO3Y.

AJleKBaTHE 3aCTOCYBaHHs Kajbllif0 Ta BiTamiHy D mpu aieTHdHOMY XapuyBaHHI abo mpu
3aCTOCYBaHHI Xap4OBUX 00ABOK € BaKJIMBHUM JUIS 3J0POBOTO CTaHY KiCTKOBOI TKaHMHHU Yy JKIHOK
yCiX BIKOBHX KaTEropiil.

He cniocrepiranocs 3umwkenast MIIKT y nopocnux (auB. po3ain «DapMaKoJIOTidHi BIACTUBOCTI).
VY nauieHToK, SIKI 3HAXOAATHCS Yy TpyHi MiJBULICHOTO PU3UKY PO3BUTKY OCTEONOPO3Y, peTeibHa
OLIIHKA CITIBBITHOIICHHSI PHU3UK/KOPUCTh TOBHHHA OyTH TMpOBEICHA 1O IOYaTKy JIKYBaHHS
npemapatoM Mapita, OCKUIbKM pPIBEHb EHIOT€HHUX €CTPOTeHIB MOMIPHO 3HIDKYEThCS Ha Tl
JIKyBaHHS AIEHOTECTOM (IHB. po3ain «DapMakoaMHAMIKaY).

IHmi ctanu

3a CTaHOM TMAaLI€HTOK 13 JENpeci€lo B aHaMHE3l CIiJ PEeTeNbHO CHOCTepiraTh i NpPUIUHHUTH
3aCTOCYBaHHS IpenapaTy IpU PO3BUTKY BUPaKEHUX MPOSBIB AeIpecii.

JlieHorecT 3a3BMYail HE BIUIMBAE Ha apTepiaibHUM TUCK Y HOPMOTEH3MBHHUX JKiHOK. [Ipore, sIKIIO
TpUBala KIIHIYHO BHpaXKeHA TiNepTeH3is BUHUKAE IiJ dYac 3acTOCyBaHHS Ipemapary,
PEKOMEHAYETHCS BIAMIHUTH Tpernapat Mapirta Ta JiKyBaTH TilepTeH3ito.

ITpu peunauBi X0JECTaTUYHOI )KOBTSHHULI Ta/a00 cBepOexXy, 1110 BUHUKAJIM Y MEpio]] BariTHOCTI abo
MOTIEPETHHOTO 3aCTOCYBAaHHS CTATEBUX TOPMOHIB, 3aCTOCYBAHHS NIpENapaTy CIIiJ| IPUITHHUTH.
JlieHorecT MOX€ MaTH HE3HAaYHWH BIUIMB Ha MepU(EepuuHy 1HCYJIIHOPE3UCTEHTHICTh Ta
TOJICPAHTHICTh 10 TIOKO3W. JKiHKHM, XBOpl Ha IYKpOBUM mAiabeT, OoCOONMBO 3 TecTalliiHUM
IyKPOBUM J1a0€TOM B aHaMHe3l, MNOBHMHHI pETEeNbHO OOCTEXYBaTHCS MpPOTATOM MeEpioay
3acTOCyBaHHs npenapaty MapiTta.

IHomi MoXke pO3BMBATHUCS XJI0a3Ma, OCOOJIMBO Yy JKIHOK 3 XJIOA3MOIO BariTHUX B aHamHe3l. JKiHKH,
CXWJIbHI J10 BUHUKHEHHS XJ0a3MM, IMOBHHHI YHUKAaTH [ii NPSAMUX COHAYHUX MPOMEHIB abo
yabTpagi0J€TOBOr0 BUITPOMiIHIOBAHHS MiJ] Yyac Npuifomy npenapaty Mapirta.

IMOBipHICTH T03aMaTKOBOI BariTHOCTI Y JKIHOK, Kl BAKOPUCTOBYIOTh JUIsl KOHTpAIeMNIlii npenaparu,
10 MICTATh TUTBKU MPOTECTOTEeH, € BUILOI0, HI)K Y JKIHOK, 5Ki 3acTocoBytoTh KOK. ToMy amst xiHOK
3 TI03aMaTKOBOIO BariTHICTIO B aHAMHe31 a00 MOpYIIeHHSIM (YHKIiT MaTKOBUX TPyO MUTAaHHA 00
3acTOCYyBaHHsA mpemapary Mapita cioig BUpIIIYBaTH TUIBKM INCJIS  PETENbHOI  OLIHKHU
CHIBBIJIHOIIEHHSI KOPUCTh/PU3UK.

ITin wac 3acrocyBaHHs mpemapary Mapita Mo)ke BHHHMKATH HEPCUCTEHIIs (OIIKyIiB (YacTo
3a3HAYa€ThCs K (QYHKIIOHATBHI KICTH SI€YHMKIB). BimbiicTh uX (OIiKyiB € 0€3CHMITOMHHUMH,
X0y4a JIesiKl MOXYThb CYIPOBOJ)KYBaTuCs 00J1eM y AUIAHII Ta3a.

He BUKOPHCTOBYETHCS y repiaTpUUHIi IPaKTUIL.

JlakTo3a

1 tabnerka mpenapaty Mapita MicTuTh 62,81 Mr jmakTo3u MOHOTiApaTy. Y pa3i BCTaHOBICHHS
HENEePEeHOCUMOCTI JeSIKUX IIYKpiB HEOOX1JHO MPOKOHCYIBTYBATHCS 3 JIIKapeM, Meplll HiXK IpuiMaTu
e nikapcbkuii 3acio.



3acmocyeanus y nepiod gacimuocmi abo 200y8anHsA 2pyoor0.

Bacimuicmeo

IcHytoTh OOMEXeHI JaHi IIOAO0 3aCTOCYBAaHHS JIIEHOTECTY BariTHUM KiHKaM. JloCTipKeHHS Ha
TBapHHAX HE BKAa3ylOTh Ha MpsAMHI a00 HENpSIMUN PU3UK PENPOIYKTUBHOI TOKCUYHOCTI (JIMB.
po3ain «DapMaKoIOTigHI BIACTUBOCTI»).

Jlikapchkuit 3aci6 Mapita He peKOMEHIYEThCS 3aCTOCOBYBATH BAariTHUM JKIHKaM, TOMY IO HEMae
noTpeOu JIIKyBaTH €HJI0OMETPio3 y Mepioj BariTHOCTI.

Ilepioo 200ysanns 2py0oio

3acTrocyBaHHs JIIKapchKOTo 3aco0y Mapita y mepiol TOAYBaHHS TPYLII0 HE PEKOMEHIYETHCH.
HeBimoMo, YW mpoHWKAE MIEHOTECT Yy TPyIAHE MOJIOKO >KiHKH. JlaHi, oTpumaHi y mporeci
JOCHIUKeHb Ha TBapuHaX, BKa3ylOTh Ha TNPOHUKHEHHsS Ji€HOrecTy y TpyaHe Mmosoko. Cif
NPUAHATH PIIIEHHS PO MPUIMHEHHS TOMyBaHHS TPyAI0 abo MPUIMHEHHS Teparii mpernaparom
Mapita, BpaxoBYIOUYH KOPHCTh TOAYBaHHS IPYIIO U JTUTUHU 1 HEOOX1THICTD Tepamii 1Isl )KiHKH.
DepmunbHicmo

Ha mincraBi HasBHUX JaHWX MOXKHA CTBEP/KYBAaTH, IO TiJ Yac JIKyBaHHS HI€HOTECTOM Y
OUIBLIOCTI TAIlEHTOK 1HTiIOyeThes oBYmsmiss. OpHak mpenapar Mapita He € MPOTHU3AILTITHUM
3ac000M.

SIkmio moTpiOHAa KOHTpAICMIlis, CIJiJ JOJAaTKOBO 3aCTOCOBYBATH HETOPMOHAIBHUN METOI
3armo0iraHHs BariTHOCTI (IUB. po3aia «CrociO 3acToCyBaHHS Ta 1031»).

Ha mincraBi HasiBHUX JaHUX MOXHA CTBEPDKYBATH, 10 MEHCTPYaJIbHHU ITMKJI TIOBEPTAETHCS 0
HOPMH TMIPOTATOM 2 MICSIIIB MICJIS MPUITUHEHHS JIIKYBaHHSI IIEHOT€CTOM.

30amuicms énauseamu Ha WEUOKICMb peakyii npu KepysawHi a8mMOmMpaHcnopmom abo HWUMU
MexauizMamu.

He cnoctepiranu BIUiMBY Ha 3/aTHICTh KEPYBAaTH aBTOTPAHCIIOPTOM Ta YIPABISATH MEXaHI3MaMH y
MAIIEHTOK, SKi MPUUMaIX penapaTH, 0 MICTATh Ti€HOTECT.

Cnoci6 3acmocysannsa ma 0o3u.

Cnocib 3acmocyeanns

Jlj1g mepopajibHOTO 3aCTOCYBaHHS.

[lo3yseanns

[Tpuiimatu mo 1 TabaeTii uoaHs 6€3 mepepBy y 3aCTOCYBaHHI IIpenapary MpuOIN3HO B OJIMH 1 TOU
e Yac, 3alMBalOYd HEBEJIMKOI KUIBKICTIO piiuHU. TabiaeTku MoKHa NMpuUiMaTH He3aJIeXKHO BiJ
BXKUBaHHS 1%KI.

Tabnerku cnif npuiiMaTH peryaspHO, HE3aleKHO BiJl MEHCTPYaJabHOi KpoBOTedi. SIK TiJIbKU
Ta0JIETKU 3 OJIHI€] YIIaKOBKHU 3aKIHYMWINCS, IOYMHATH NMPUHMATH TAOJIETKHU 3 HACTYIHOI YIAKOBKH,
He poOJIsTuM MepepBH Y 3aCTOCYBaHHI JIIKAPCHKOTO 3ac00Yy.

BiacyTHiii 1OCBI TIKyBaHHS JIIEHOT€CTOM TAIIEHTOK 3 €HJIOMETPi030M JIoBIIEe 15 MicsIIiB.

[Tpuitom mpenapary Mo>KHa po3MoYaTu y Oy/ib-KUH 1€Hb MEHCTPYaJIbHOIO IIUKITY.

3acTocyBaHHS OyAb-SIKHX TOPMOHAJIbHMX KOHTPALIENITUBIB CiJl NPUIOUHUTH TEpe]] MOYaTKOM
Tepamii mpenaparom Mapita. Skio HeoOXigHAa KOHTpALEMIlis, CIi T0AaTKOBO BHKOPUCTOBYBATH
HETOPMOHAJILHUN METOJI 3ar00IiraHHs BariTHOCTI (HampuKiIaa, 6ap’€pHUN METON).

IIponyck nputiomy aikapcbkoeo 3acoby

VY BuUMaaKy MpOIMycKy HpuiloMy TaOleTKH, OMroBaHHs Ta/abo miapei (SAKi Majau MICIIe MPOTATOM
3-4 ronuH micnd npuiioMy TabIeTKH) ePeKTUBHICTh Mpenapaty Mapita Moxe 3MEHIIUTHCS. Y pasi
MPOMYCKy TpuioMy OAHi€el abo KUTbKOX TabyieTok 1 TabneTKy ciif MPUUHSITH, SK TUIBKA KIHKA
3rajia€ mpo Ie, a HacTyNHy NpuiMaTu y 3BUYHUN yac. AHAJIOTI4HO TalJeTKy, 10 He BCMOKTAJIacs
yepes OroBaHHS a00 Jiapero, Cilij] 3aMIHUTH Ha 1HITY TaOJIeTKY.

Hoodamxosa inghopmayisn wo0o 3acmocyeants 8 0CoONUBUX 2PYNAX NAUIEHMIE

Tayienmu nimnvo2o 6iKy

Hewmae BiAMOBiIHUX MOKa3aHb JJIs 3aCTOCYBaHHS Ipenapary Mapita naiieHTKaM 1i€i rpymu.




Ileuinkosa neoocmammuicmo

[IpemapaT npoTHUNOKAa3aHUN TNAaIllEHTKaM 13 TSHKKAMU 3aXBOPIOBAHHSMHU TIEYiHKM HHUHI abo B
aHaMmHe31 (auB. po3ain «IIpoTumokazanHs»).

Huproea neoocmammnicmo

Hemae >xonHuX NaHuX, IO CBiAYaTh MpO MOTpedy B KOPEKIl 103U AJsl MAlliEHTOK 3 HUPKOBOIO
HEJOCTaTHICTIO.

imu.

[Ipenapat Mapita He MOKa3aHWil I 3aCTOCYBAaHHS JITSAM J0 HACTAHHS MEHapXe.

besneky Ta eQeKTUBHICTh 3aCTOCYBaHHS JIEHOTECTy OYyJlI0 JOCHIDKEHO y  Tpoleci
HEKOHTPOJIbOBAHOTO JOCIIKEHHST TpoTsAroM 12 wmicsaniB y 111 mamieHTOK MiTITKOBOTO BiKY
(12 — <18 pokiB) 3 KIIHIYHO Mi03PIOBaHKM a00 MiATBEPKCHUM CHIOMETPiO30M (JAMB. PO3ALIH
«®DapMakoIIoriyHi BIaCTUBOCTI» Ta «OCOOIMBOCTI 3aCTOCYBAHHS).

EdexTuBHICTh AieHorectTy Oyia MpoJeMOHCTPOBAHA MPH JIIKYBaHHI €HIOMETPiO3y, acoLiiOBaHOTO
3 Ta30BUM OosieM, y mimiTKiB (12 — 18 pokiB) i3 3araJibHUM COPHATIUBUM Tpodisem Oe3neku Ta
MIEPEHOCUMOCTI JIIKAPCHKOTO 3ac00Yy.

3acToCyBaHHS JI€EHOTECTY Y MiUIITKIB MPOTATOM Iepioy JiKyBaHHSA 12 MicsIiB acoriroBaiocs i3
3HmKeHHAM cepennHboro 3HadeHHs MILKT y nomepekoBomy Bimmimi xpebra Ha 1,2 %. Ilicms
npunuaenHs JikyBanHs MILKT miaBuiyBaiacs 3HOBY y IIUX MaIi€HTIB.

[Mopymennss MIIKT mae oco0nmBO BaKIMBE 3HAYCHHS Yy MIUTITKOBOMY BIlll Ta y PaHHHOMY
MepioJIi CTaTeBOro JO3pPiBaHHS, KPUTUYHOMY IEpiojii pocTy KicTok. HeBioMo uu 3MEHIIUTH MIKOBY
KICTKOBY Macy Ta MiJBUIIUTh PU3MK TEpesoMy KiCTOK y JiTHboMy Bimi 3HmKeHHS MILKT y miif
TOMYJISIII.

ToMy Jikapro CIiJi 3BOXKHTH TEpPeBard 3acTOCYBAaHHS Tpenapary Mapita Ta MOXIIHUBI PU3HKHU
3aCTOCYBAaHHS JUISI KOXKHOTO OKPEMOro MiumiTka (quB. po3aiim «DapMakoioriyHi BIACTUBOCTI» Ta
«OCOOIMBOCTI 3aCTOCYBAHHS).

Ilepeoo3ysanns.

JlocItipKeHHsT TOCTPOi TOKCUYHOCTI, POBENIEH] 3 JIEHOTeCTOM, HE BKa3yBaJM HAa PU3UK PO3BUTKY
roCTpUX MOOIYHMX peakiliil y BUIMAJKy HEHaBMHUCHOTO NMPUHOMY KUIBKOX JOOOBHMX TepaneBTHUHUX
103. XKogHux crienudiyHuX aHTUIO0TIB He icHYye. 3acTocyBanHs 20-30 Mr nieHorecty Ha 100y (110 y
10-15 pasiB Bume, HiX g03a B Tabierui mpemapary Mapita) ynpoaosx Oinbmie 24 THXHIB
NepeHOCWINCA AyXe 100pe.

I06iuni peaxuii.

[Mo6iuHi peakii omucano 3rigHo 3 MedDRA.

ITo6iuHi peaxiiii HaifyacTilIe pO3BUBAIOTHCS MPOTIATOM MEPIIUX MICSIIB 3aCTOCYBAHHS J1€HOTECTY 1
3HMKAIOTh Yy Hpoleci JiKyBaHHSA. MOXyTh CHOCTEpIratucs 3MiHU XapakKTepy KpOBOTed, TakKl SK
KpOBOMa3aHHsI, HEperyJsipHi KpoBoTedi ab0 aMmeHopes.

[ToBigomMisocss mpo HAcTynHI MOOIYHI peakiii mija yac JiKyBaHHs JieHorectoM. [loGiuHi peakuii,
Ipo sIKi HaiyacTille MOBIIOMIISIIOCS MiJ] Yac JIKYBaHHS JIEHOT€CTOM, BKJIIOYAIOTh TOJIOBHUN O171b
(9,0 %), nuckoMdopt y MonouyHux 3ano3ax (5,4 %), npurnidenuii HacTpiii (5,1 %) ta akue (5,1 %).
Kpim Toro, mikyBaHHS JIEHOTECTOM BIUIMBAE HA XapaKTep MEHCTPYaJbHUX KPOBOTEU y OUIBIIOCTI
KIHOK. XapakTep MEHCTpyalbHMX KpOBOTEY OIIHIOBAIM CHUCTEMAaTHYHO 3 BHUKOPUCTAHHSIM
IIOJICHHUKIB TAI[IEHTOK Ta aHalli3yBajM 13 3acTocyBaHHAM MeTtonqy BO3 mpotarom 90-aeHHOro
3BiTHOTO mepioay. [Ipotsrom nepmux 90 AHIB Tepamii AI€EHOTECTOM CIOCTEpPIrajid Taki XapakTepu
kpoBoted (n=290; 100 %): amenopes (1,7 %), nHewacti kpoBoTeui (27,2 %), "acTti KpoBoTeul
(13,4 %), wneperynsapui kpoBoreui (35,2 %), tpuBam kpoBoreui (38,3 %), HopManbHA
MEHCTpyaJlbHa KpOBOTEYa, TOOTO KO/Ha 3 mornepeaHix kateropii (19,7 %). IlpoTsrom uerBeproro
3BITHOTO MEpioJy CIOCTEpirajiucss HacTymHi Xxapakrtepu kpoBored (n=149; 100 %): amenopes
(28,2 %), neuacri xpoBotedi (24,2 %), gacti kpoBoTeui (2,7 %), HeperynsapHi kpoBotedi (21,5 %),
TpuBaii kpooredi (4,0 %), HOpMallbHAa MEHCTpyaJibHa KPOBOTEYa, TOOTO TaKa, SIka He HAJIEKHUTh JI0
XKOJIHOI 3 monepeAHix kareropii (22,8 %). 3MiHM XapakTepy MEHCTPyaJbHUX KPOBOTEY JIMIIE 1HO1



TTOBIIOMJISUTH SIK TTOO19HI peakIlii y MaieHToK (JUB. TAOJUI0 TOOIYHUX PEaKIliii).

VY Tabmuni 3a3HaueHi moOiyHi peakiii BiamoBimHO no kinacugikanii MedDRA (MedDRA SOCs),
PO SIKI MTOBIOMIISUIOCS TTiJT Yac JIIKYBaHHS AIEHOTECTOM, Ta iX 4acToTa.

VY Mexax KOXHOI rpynd MoOiYHI peakiii 3a3HauyeHi Yy MOPSAAKY 3MEHIIEHHS YacTOTH: YacTo
(Bim > 1/100 mo <1/10) i meuacro (Bim > 1/1000 mo <1/100). Yacrora BH3HAueHa Ha IIiJICTaBi
00’€THAHUX TaHUX YOTUPHOX KIIHIYHUX JOCITIKEeHD 32 yyacTio 332 narientok (100 %).

[ToGiuni peakuii, ¢a3za Il kniHiYHUX qOCTiKEeHb, N=332

Cucremu oprasis
(MedDRA)

Yacto

Heuacto

3 OOKy CHCTEMH KpOBI Ta
TiM(paTUIHOT CUCTEMH

aHeMisd

Merabotizm Ta | HiIBUILEHHS MacHy TUIa 3HIDKEHHS MAacH Tija, ITiJIBUILEHUN
MOPYIICHHS oOMiHy amneTuT
pPEYOBHH
3 OOKY MCUXIKH MPUTHIYCHHH HACTpIH, | 3aHEIIOKOEHH, Jerpecis,
MOPYILIEHHS CHY, | 1a01IBHICTh HACTPOIO
HEPBO3HICTbD, 3HI)KCHHS
71101710, 3MiHH HACTPOIO
3 OOKy HEpPBOBOI CUCTEMH | TOJIOBHUH OLb, MITPEHB HOPYIICHHS BEreTaTHBHOT

perynsiii, mopyneHHs yBaru

3 OOKy oprasiB 30py

CYXICThb OYei

3 Ooky opraHiB ciyxy Ta
BeCTHOYJISIPHOTO anapary

I3BiH y ByXax

3 60Ky cepus Hecrienu@iyHi MOPYHIEHHS 3 OOKY
CHUCTEMH KpOBOOOIry, IOCHIIEHE
cepreouTTs

3 OOKy CyaMH apTepiaibHa ToTeH31s

3 OoKy TUXATBHOT JTUCITHOE

CHCTEMH, OpraHiB IpyAaHOI

KJIITKU Ta CEPEAOCTIHHS

3 60Ky IIJTYHKOBO- | HyJOTa, OUIb Yy JKUBOTI, | Alapes, 3amop, JAUCKOM(OpT y

KHILKOBOT'O TPAKTY

METEOpU3M, 3AYTTS JKHUBOTA,

YepeBHIH MOPOKHMHI, 3arajJeHHs

OJIIOBaHHS IIUTYHKOBO-KHUIIKOBOTO TPAaKTYy,
TIHTIBIT
3 OOKy IIKIpM  Ta | aKHe, ajomemis CYyXICTh HIKIpH, rinepriapos,

MiIKIPHOT KIITKOBUHH

cBepOiXK, TIPCYTH3M, OHIXOKIa3if,
Jyna, IepPMaTHUT, TIOPYIIEHHS POCTY
BOJIOCCS, peakiii (OTOUyTIMBOCTI,
3MIHU HIrMeHTaIil

3 0OKy OHOpPHO-pYXOBOI
CACTEMH Ta CIOJYYHOI
TKaHUHU

O171b y CTIMHI

OlTb y KICTKaX, M S30BI CYAOMH,
OlTh y  KIHIIIBKaX, BITUYTTA
TSOKKOCTI Y KIHITIBKaX

3 00Ky HHpPOK Ta
CEUOBHJIIPHOT CUCTEMH

1H]eKI1ii CeYOBUBITHUX UISIX1B

3 00Ky penpoayKTUBHOI
CUCTEMH Ta MOJOYHHX
3a103

TUCKOM(OPT 'y  MOJOYHHX
3aj03ax, KiCTa  SE€YHHKIB,
MIPUILINBH, MaTKOBI1/

BariHajJbHI KpOBOTEYI,
Y T.4. KpDOBOMAa3aHHS

BariHaJIbHUNA KaHAWJO3, CYXICTh
BYJNIbBH Ta TIXBH, BHUIIJICHHS 31
CTaTEeBUX OpraHiB, OUIb y IJSHII

MaJjoro Taza, aTpodiuHuit
BYJIbBOBATIHIT, 301JIbIIICHHS
MOJIOYHHX 347103, KICTO3HO-

(hi10po3H1 3aXBOPIOBAHHS MOJIOYHUX
3a503, HarpyOaHHS  MOJIOYHHUX




3aJ103
3aranpHi  po3iagM  Ta | aCTEHIYHI CTaHH, | HAOPSAK
MICIIEB1 peaKirii JPaTiBIUBICTh

Takox croctepiraaucss Taki MOOIYHI peakilii: mepcucTeHIis (OIIKYIIB, IMiJBHINCHHS aleTUTY,
peakiii rinepIyTIuBOCTI.

[Hmn cepiio3Hi MOOIYHI peakilii CrocTepirajaucs MiJ 4Yac 3aCTOCYBaHHS CTEPOIMHHMX CTaTEBUX
TOPMOHIB MPOTecToreHiB (auB. po3ail «OcoOIUBOCTI 3aCTOCYBaHHS»): BEHO3HI Ta apTepiaibHi
TpoMOOEMOOIIIYHI ~ TIOPYIICHHS, apTepiajibHa TinepTeH3is, iH(apKT Miokapaa, I1HCYIBT,
HOBOYTBOPEHHSI MOJIOUHUX 3aJ103, MyXJMHHU NEYiHKU, BIIUYTTS AUCKOMGOPTY y CIHHI, XJ0a3Ma,
XOJIeCTaTHYHA JKOBTSIHHUIIS, OCTEONOPO3 (IUB. HIDKYE), 3MIHM TOJIEPAHTHOCTI JO TIIIOKO3U abo
BIUIMB Ha MepUPEPUIHY IHCYTIHOPE3UCTEHTHICTb.

3umxenHs MIIKT

VY mpoiieci HEKOHTPOJIBLOBAHOTO KIIIHIYHOTO JOCTIKEHHS 3a y4yacTi 111 mamieHToK miaTiTKOBOTO
BiKy (BikoMm Bix 12 g0 <18 pokiB), siki oTpuMyBaiau Tepariro aieHorectoM, 103 mamieHTKH Manm
BuMiproBanas MIKT. [pubnusno y 72 % y4acHUKIB JOCHIDKEHHS CIOCTEPIrajaocs 3HUKEHHS
MIIKT mnonepekoBoro Biaainy xpedta (L2 — L4) micna 12 wmicsuiB 3acTocyBaHHs (AMB. PO3ALIT
«Oco0IHMBOCTI 3aCTOCYBAHHS).

[ToBigOMJICHHS PO MiI03PIOBaHi NOOIYHI peakilii

[ToBimomiieHHS PO MiAO3pIOBaHI MOOIUHI peakiii y mepio MOCTMAPKETHHIOBOTO CIIOCTEPEIKEHHS €
IOyKe BXIUBUMHU. lle 1ae MOXIUBICTH 3/IHCHIOBATH KOHTPOJIb CIIBBITHOIICHHS KOPHCTH/PU3UK
3aCTOCYBaHHS JIIKAPCHKUX 3ac00iB. Menn4Hi NpaliBHUKU MOBHHHI TOBIJOMIISITH TIPO MiI03pIOBaHi
MOOIYHI peakItii.

Tepmin npuoamunocmi. 3 poxu.
He 3actocoByBatu npemnapar micis 3aKiH4eHHS! TePMiHY NPUIATHOCTI, BKA3aHOTO HA yIaKOBII.

YMmoBHu 30epiranns. 30epiratu B OpUriHaIBHIN YIIaKOBII JJIs 3aXUCTY Bif CBITIIA.
30epiraT y HEIOCTYITHOMY AJIS 1iTeH MicLl.

YnakoBka.
ITo 28 tabserok y Ouicrepi. [To 1 Gicrepy y madiii.

Kareropis Binmycky. 3a penenrom.

Bupoonuk. Cingea ®apma, C.JI./Cyndea Pharma, S.L.

Micue3naxo/:keHHs1 BUPOOHHMKA Ta aJipeca MiclAl NPOBAIKeHHs HOro TifAJIbLHOCTI.
[Ipomucinosa 3ona Ewmimiano Pesinbs Canc, ABeHima ne Arpena, 31, 42110, OnsBera (Copis),
Icmranis/ Poligono Industrial Emiliano Revilla Sanz, Avda. de Agreda, 31, Olvega, 42110 (Soria),
Spain.

3asBHuK. AT «®Papmax».

Micue3naxoa:keHHs 3aaBHUKA. Ykpaina, 04080, m. Kuis, Byn. Kupunisceka, 63.

Jlata ocrannboro neperasay. 30.07.2021.




